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m m # 

m&mmmtem* <d^^ x<DmmK^m*£.t. mm^mfa • rats 

^^ttafcamK: £ V) btt N ;*: ft M o 3 JS -f- 

#;&^l^£*L-CV^o Noris et al. |C J: 3 , ^fH^Stt 

I L - 6 m&&m M It V^ 3 r^^^^$tLTV>5 (Circulation. 
1999 Jul 6;100(l):55-60) „ b^b, |i3 :£ ift T* , lRjR$$!K:fc5 

TV>SiiiS^|^$ttXVN5 0 Noris £ ft b h% 

<4 >tf-m3cW}M&B%fc& if 5 Jh^mm (vasculitic lesion) £r 
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L^Lft^k, tttfuli, IL-6©fi*fcl £ 5ifcfe»J|R&©J!&Jfc 
m^^^^XlL-Q^mW^W-^ J; !9 IL-6^ ^ 5 O £r RB. 

jfiL 4* t» iL-6-e <o h <d frfcik.-r 5 ^ t # titc . 
91 e> a> t ft o , 

££o "C\ #3§§J§ tt, -Y - n -Y =*r ^-6 (IL-6) T ^ * =f = * h 
«r^T3&ri&# £ IT^^T'tS iLtf|fc©^|£&tf /Xttte&8l&il*ft 

#3§PJ1 * fc* -Y — * ^-6 (IL-6) T Is ? =? =■ X h^^* 

jfiLf^^^#ttxP7^h-f^ CSLE) 0 &LW0k#m\f htl 

tfrl3IL-6T h tt, 00 IL-6te*t-f5 ^L#XttIL-6S 

ltrl5IL-6^^#:{c:*t-r^fe ! L#:«> #f^Sl< 
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«9 , h 5 VM3:V ? ^ IL-6g:^#:ic^J--t-5 ^- 7 ^ p ^.-^^^^^ 
^ijx.^MR16-l^:#:-efc^ 0 M!BIL-6^#fc;ft-r3^#:tt, 0 ]£ L 

( 1 ) M^&<D^mx.x*/xtemmM<DMTk<Dfttb<D — * 

(IL-6) 7y^^=^h©H, 

(2) *:r*-r h*MRx$/xfe$LmmfflMfcmft&ii-i-z>fiL f gi& 

<D^rffiJ&X*/X\*m ! %m<DM&<Dtc)ib<D'( — *r f-6 (IL-6 

(3) i»fBJliL*lft^tt«tt#*tt»JIR^tf*>5, HUB (1) Xtt 
(2) (c|B«fe0^ffl 0 

(4) WIBJfiL*-^«S*»JIR^^«l»*C*>5, tfjfB (1) Xtt (2 

) mia«i©«M. 

(5) tfflBJfiL#^^^^MS^# 5 JfeW^T'fc^, KT1B (1) X 

r* (2) Kmm<Dmm 0 

( 6 ) ffJiSIL-6T y?^!-* h ^iL-6^^#:^^-r5$L#:T?fe5 
, HftfB (1) ~ (5) 0>V^*bJ&>fc|B*©teffl. 

( 7 ) HlTl5IL-6^S#{2:*f-r 5*t#^iL-6^^#:^*f-r5 * J 9 
n 5 „ ftflB (6) fc: IB *c O & ffi 0 

(8) tfTlBIL-6g:^#:{ii^i-5^:#:^ t ML-6gtf l^tS^E 
/ ^ p — £t#T?& 5 , MIB (6) fc:|B#0>te/B. 

( 9 ) ftf|BIL-6^^#:(c*j--r 5£l£MW * IL-6^&# fc: *f -T 5 
^/^p — ^/i^flcT? & 5 , ft IB (6) fc: IB *& tf> {fe ffl . 
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do) itomiL-6&mfcfctt+zftft&m&z_M$Lft-vtbz. mm 

(6) ~ (9) <0 V^*LJ&>fc:fB<fttf>«Jt3. 

(11) WIBt h IL-6^^#:^*ft-2>^y 9 v sulfa®: tf?M-m 
#T*&£, ffiflB (8) fcHB*tf>tefii. 

(12) ttria ? iL-6^mte\^M-t 5 * / * * -^-^#c£Msmri 

6-ltrC#:Tfe§, frffB (9) l£ IE i|£ © ffi <, 

(13) HtrlBIL-6S^#^*f-f-§^:#/5 s IL-6S^#:^^-t-S ^ ^ 7 
t Mft^L#tfc«:t N^L#:-efe5, itrlE (6) ~ (12) <D 

v^i a ^^ 1 TMizmMLfcmo 

(14) tfffBIL-6^^#:{c:^f-r 5 b hM^^t#^t h M^PM-1^#: 

t-&3, ttriB d3) iz-mMtofemo 

(15) — * ^ v-6 (il-6) rv^^~* h s - 

(16) -f n 4 * is -6 (IL-6) T V * =f = * F?:S4t5- 

d7) MiBjfiLW^^^^tt#Bi4»iM^T^5, mm (is) x« 

(16) fclB^^^^o 

(is) mm^#k&±wim#kmmmx* %> 5 , mib (15) xj* de 

(19) MIBJfiLf ; ^^^^^^^# 5 Jif^t'feS, tfrfB (15) X 
(16) fcl!Bigc<£>27 

(20) ntimiL-QT ^ ? =f-X h ^iL-6^:W#:fcMi-^^L#:T*feS 
, HirfS (15) ~ (19) <D^irtifrfcf&n<Djfmo 

(21) tff|5IL-6g^#:^*J--r ^fei#^IL-6^W#^M-r ^ ^ -/ * 
* -^/i^^T'fc 3 , HtrfS (20) M 12 *c tf> 3r <, 

(22) fil!BIL-6^#^1-3#L£MS t ML-6^^#:fc*fi-§ ^ 
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;^B-t^#"(?*5, mm (20) MlEifcozfrSco 

(23) f&iaiL-6^^^^^fi-5$i#:^W £ * IL-6g&# 3 
^ M1B (20) fc: BE <ft © # ifc . 

(24) |trlBIL-6$^#:fc*f-f 5^#*S|ftift^ll^:^T?*>5, fufB 
(20) ~ (23) <D^H t tli!)>Kmm<DJ?&: 0 

(25) ffrlSt h IL-6gf #:}c^t 5 * 7 ^ p - t;^#^ P M-i^ 
WX*hZ>^ ffrfB (22) ^IB^^^^o 

(26) ftriE-^ V X IL-6^^#^Mi-§ * / * * — -^/Hfrft^MRl 
6-l^L#:^feS, ftflB (23) ^IH^(D^-^„ 

(27) ffrlBIL-6S:^#:{c^i- 5^C#:^iL-6^^#^M-r 5 7 
t h mfc&fc&fcfe M h^t#:^fe5, ttflB (20) ~ (26) <D 

(28) mmiL-6%:mfcizft-t % t hiik^^t hM^PM-i^c^ 

ttrlB (27) 13 

Hit iSL^^mmm(D t h M-fbIL-6R^L^^^^*5tt3 , CTCO 
^Sr^-T^X^fc ?9 . _hgB^ftm_hfr;*:«JlK T SB £c RH* T fr 

®2te, jfiLW^jSf^H© t h M-fbIL-6R^L#^?fe{c:*5^5 ^ CT© 

HI3^, jkW^^f^l^^t hM^IL-6R^L#:^ife(c4o^3 , CT<D 

|EI4(± S jfiL^^^f^H© t hM^IL-6RfeL#:^^fc*$(t5, CT<£> 
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EI6«> if^IlP©t hS^IL-6R»:#:|Sffete*5W5, CT© 

il-6\hb mmmwcm^* 2 (bsf2) — js 2 

ir%P?ffc£*bfc1f-f h # >- £> 5 „ IL-6J2, B V W?J5fc^*Bfl&© 
iSttflSfuM-^-f-S^MfcH^ t Itll^ tb (Hirano, T. et al. ,Na 
ture (1986) 324, 73-76 ) , -^©^ M * V> M Ife <D $ 16 £ 
R&'t&m&y-'f hU^f VC$>3 r. fctfsgufcj&Mcfcofc (Akira, S 
. et al. , Adv. in Immunology (1993) 54, 1-78) „ IL-6}*, T U 
y^t^lfflJS©^Ift^||#t5ii:^tt$nTV^ (Lotz, M. 
et al. , J. Exp. Med. (1988) 167, 1253-1258) . 

ts. — oh:, iL-6^^^i-s ^^s^80kD<^> y Ktt-frttse 

KOIL-6^^#:-efe § (Taga, T. et al. , J. Exp. Med. (1987) 1 
66, 967-981, Yamasaki, K. et al. , Science (1987) 241, 825-82 

8) c ii-6&m{*t±, mmm&nmi,Tmi&m±temm'tzmi&&m. 

130kD ©Jgl^ £ JCgpl30 IL-6i IL-6^^#:«IL-6XlL-6^ 

JfcV^gpl30 ti^tS £ £ J: «9 , IL-6© 
^^^«7^tt^jNHflSrt»c^^$HS (Taga, T. et al. , Cell (198 

9) 58, 573-581) . 
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fCT?&5 0 - £ T* , lL-6fcttirZ>]fcfc (*fcIL-6#i#:) , IL-6S 
t^i^tSS^ (fcUL-6g^##L#) , gpl30 (#l 
g P 130 , IL-6flfc&#, IL-6Xf3:IL-6gS#:£l$#'<7 p :f- K*jK# 

*tIL-6^W#^^:#^SS Ittt, V> < oj&><D#^tf*;b5 (Novick, 
D. et al. , Hybridoma (1991) 10, 137-146 , Huang, Y. W. et al 
Hybridoma (1993) 12, 621-630 „ H B # W ffi M 2: M #^W0 95- 
09873 , 7 9 1/ xWf?mm&fflm-%FR 2694767, * @#ffF##US 5 
21628 ) o oTffe 5 £ ^^l#:PM-1 (Hirata, Y. et al. , J 

. Immunol. (1989) 143, 2900-2906) <D ft tftt$:^Mi$ (CDR; com 
plementarity determining region ) £r t: h JrC#: ^^fit i~ S ^1 h K 

ZV&btiftn H3UbPM-i#i;#as*n e>*tTi>5 (Sl^^fFttsm^ m 

#-§-W0 92-19759 ) „ 

tfIIBIL-6r is 9 =f=-X hi*. m& U < «IL-6g:^#:fc^i-§^L#: 

ttvr)7 IL-6S^#:fc*f-1-5 ^ y ^ p 5 o -bfB t r- 

#3£§fl-?4£Jl $ IL-6T hii, jfiL^^^gftX 

IL-6T h tt, IL-6fC £ 5^^t/^l^ll IL-6 
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#LlL-6£t#:, ^IL-6g^#:^:#:, inlgpl30 inl-fr, IL-63«#\ fT& 
'|4lL-6g:^#:gS:^#:fe 5 V^ & IL-6X IL-6^^#: <£> 7" ^ K*5 

^ffi $ tu^^IL-6tn:#: tit, # RfifL * * <D ^ S ^ * 
5o 

j; ttli, MH166 (Matsuda, T. et al. , Eur. J. 

Immunol. (1988) 18, 951-956) ^SK2 (Sato, K. et al. , 

H21I11 B*$L&¥£-m£:, ^^|B^(1991) 21, 166) W^mif 

09*. tf^ #ifc%l.n<vmfttf.m b Itfffl t ML-6«, Eur. J 

. Biochem (1987) 168, 543-550 , J. Immunol. (1988) 140, 153 
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4-1541 , &5VM2Agr. Biol. Chem. (1990) 54, 2685-2688 iz. §g 

o 

, IL-6<E>IL-6g£t#^ EL W UTIL-6©£«&^6<lJ&ttfc>iBl|flS 

^©ip^ftftHtlt MR16-l£i#: (Tamura, T. et al. Proc 
. Natl. Acad. Sci. USA (1993) 90, 11924-11928). PM-l$i#: (Hi 
rata, Y. et al. , J. Immunol. (1989) 143, 2900-2906) . AUK12- 
20£l#:, AUK64-7 £t#: & 5 l> &AUK146-15 ( IS Eg # W ffl M & P?§ 

#-^W0 92-19759)^ af^^jf ^>tu^ o - £> <D ? % T? , #fc£?1§;U 
V^#£ ttPM-l^HCii^|J f f ) ^5 0 

&*5, PM-1#l#:0£/W "7 ]) y-^rMJ&nn, PM-libT, USSr 

rU^l Til #*&1 *3*!:f|6) fc, ip^5c^7 ^120 HI, FERM BP-2 
998£ Lt7"^^ h*»Hl3l;-3# B^te^frTV^o *fc, MR 
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16-1 #L # M £ ^ -f "7 V F — ^Mf&Wfe, Rat-mouse hybridoma MR1 
6-1 1 IT, »Afr*feAfillia«*-a'W*^r«rl ! l : fe**f6*^^ 
- (^ilo < tfrUmi TBI #±fel ^^%6) fc, ^9 ^3 £1 
30t, FERM BP-5875i lt^^^ h ^^J 3£<5 # S &3F9£ $ 

£UL-6^^#^- / * p -^/v^ifrM^^-f :/ V K - « > S##J 

So 

^#l#ft : fflM^M##EP 325474 , ? * IL-6g^# 0 

^^f^ffiJIS^WS-^^IS^s-issTgs^^^^^^iL-e^^^it^^ 

$£J& UTV^ % © (nJ^'|4lL-6S^#) (Yasukawa, K. et al. , J 
. Biochem. (1990) 108, 673-676) b <D ~ MIM&%>Z>o ^S^^.ll-6 

^f#:^^#:liasaJi(^^LTv^5 iL-6%:mfc<DmK&}fomj&fi~m 
mfrbM!&£tix& v , *h as jik vttiiij&jigji&flitt^ 

o IL-6£&#3c fiflttt, #38 9§t?;i^ e>*t5#i;iL-6S^##i;#©f1s 
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t h IL-6g:##: £ ^ — cDNA^r^tf 7 7 * 5 KpIBIBSF2R £: 

^•^i-^.^:J®0 (E.coli) ¥/&7n¥ (1989^) 1 £9 0#T'M 

tfrfrjfcl TBI **#6) fc % HB101-pIBIBSF2R itt, g 

f£##FERM BP-2232^ LT^^^ N ^J^J K g<5 # B 18*33 £ tlX 

"C^ffl $ tt§^Lgpl30 ^C#:iLt, #{£n£?LSj%fii3fe<£>^y * ^ — 

fe0^fc5 0 £ ©#L#:W:gpl30 ii^tS^ tlcil), IL-6/IL-6 
^#:^£-#:tf>gpl30 UTIL-6©4ife^«lSffiOi»l 
m ft ^ (Dfcm & & Rfr i~ 3 o 

r©i'5*^#:i:lttt, AM64#t#: (# IB 3*3-219894) , 4B11£l 
£ T>*2H4 (US 5571513) B-S12 *5 J: T^B-P8^:#: (#PS 

3*8-291199) ftif^^tffeiiS, 

*n:gpl30 / ^ n — 'T/l'titfcm&^'t ~? V K — ^ « , S^^fcf* 
^iSflySr^JS KT©i5fclT#lT*f § 0 i"fc;bt>, gpl3 
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mmw^mm^mm^E? 411946 fciifi^nfcgpiso igf/r^ 

g P 130 ©3H5 J ?BB#l&&fcl©3fc5&'<^ ^-*fc#AttIS4f 

g«J© gP 130 se«Sr^*P©*-«fe-C?»»U, iOffiMgpl30 

II If ^ }tl IIK ^ L T ^ tl/ J; „ gpl30 ^^^LTV^ 

5#ISJ&^gpl30 se«^fifc©S6Ki:©Bli^SeSSriS^^LMi: U 

S (Phosphate-Buffered Saline ) g.MlkMfc^f' T?» Mi * 
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& m if h tl 5 o 

P-^$BflStex -f"VK, teftiom* (DimMWt, $J*Lte\ P3X63Ag8.6 
53 (Kearney, J. F. et al. J. Immnol. (1979) 123, 1548-1550) 
x P3X63Ag8U. 1 (Current Topics in Microbiology and Immunolog 
y (1978) 81, 1-7) , NS-1 (Kohler. G. and Milstein, C. Eur. J 
. Immunol. (1976) 6, 511-519 ) , MPC-11 (Margulies. D. H. et 
al. , Cell (1976) 8, 405-415 ) , SP2/0 (Shulman, M. et al. , 
Nature (1978) 276, 269-270 ) , F0 (de St. Groth, S. F. et a 
1. , J. Immunol. Methods (1980) 35, 1-21 ) , S194 (Trowbridge 
, I. S. J. Exp. Med. (1978) 148, 313-323) % R210 (Galfre, G. 
et al. , Nature (1979) 277, 131-133 ) 3£ #S St^^^B £ £ „ 

fctx.it, ^;WXf^ y?)(Z)*fe (Kohler. G. and Milstein, 
C. , Methods Enzymol. (1981) 73, 3-46) m 2P C X ft 5 ^ k # 

\ /Ky a- >v (PEG ) . ± 1/ ¥ << V ^ /i^x (HVJ ) m 

^03§^rpmii64o^#^. veh mmm. ^(Dm, z<Dm<vmmmm 
mfflv> hthzmftvmmm&tizm *smxb y> , <*e>^ ^mvukm 
(fcs ) m<DJhmffim*mm-tz> z t hx% z> 0 

13 
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s 2p^^^-»1000~6000 %m<0?EG fem&mifc. 30~60 % (w/v 
^o£W{-£?£U< V> jRB 1ft -£#.1 So 

^iA-r^p K-^tt, ai^©s^«F3i?R. hat mmm 

(t^ari^^^->- % T5: / ^-r y ^ ^ «t t>* ^ ^ i' as #e) 

~ ^ ^ *3 J: X* ? ft t>ti& 0 

SftfiJ^ thy y/^f ^in vitroT?BfS^*ii^® 6 fXfiftl^^ 
JfWHa^flRf^ ^f^B y W*J$«r t h 5 ^ ia — ^^HJfe, #J;ifi£U266 

^#^#5:Ht^5 (#4^1-59878 0 * 5> K 

^^S#Ltt)i^ (HI^#fFmiS^IB#-^W0 93/12227 , W0 92/ 
03918 , W0 94/02602 „ WO 94/25585 „ W0 96/34096 , WO 96/3373 

5 mm) „ 

14 



WO 2005/061000 



PCT/JP2004/019463 



3-139293^ $ frfc^&fc J: 9 ff 5 £ £ 5 . m&ft&tikA 

SI #Jffil *:fcl&6) KL, ¥^75^7 J3120fc, FERM BP-2998^ U ; 

— &BALB/c-^ ? 7©l^rt(iftA UT07kSr#, - ©I^tK^ £>P 

te\ 10% l> ->j3^ j^jfiL^, 5 %BM-Condimed HI (Boehringer Mannhei 
m M) ^WRPMI1640*ifi, ^4 Zf V K — ^SFM l&ifi (GIBCO-BRL & 
) , PFHM-II mm (GIBCO-BRL M) ^T'^tL, <D$gm±mfr & 

m^i^mx mm^m&^&m&m^xmtkzittcm&fLmtfiW 

£J1 5 r £ X # -5 (#JxJ;£ N Borrebaeck C. A. K. and Larric 
k J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the 
United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#H) „ 

— $Lfc<D»sm (V) = — K-f-SmRNA^r^ilt-S „ mR 

NA(D^H« % i^©^S, fclfctf, :/T- ^VjgJt^Sfc (Chirgwin 
, J. M. et al. , Biochemistry (1979) 18, 5294-5299 ) , AGPCjfe 
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(Chomczynski, P. et al. , Anal. Biochem. (1987)162, 156-159) 
4&\Z.& Y) ^RNA £rf§ML, mRNA Purification Kit (Pharmacia®*) 

It mRNA £r IS M ~f~ <5 o QuickPrep mRNA Purificati 

on Kit (Pharmacia M) IrfflV^ i b £ Y) mRNA £ W. g§ M M 1" 5 - 

-5 o cDNA<£>-£-J$ ^ AMV Reverse Transcriptase First-strand cDN 
A Synthesis Kit ^ & m V^Tff 5 £ i ^ X* t S . 4 , cDNA<7)£-/& 
*5 J; tfififlSrfT 5 tt5'-Ampli FINDER RACE Kit (Clontech^) *5 
it^PCR grffl fc5'-RACE ?fe (Frohman, M. A. et al.. , Proc. Nat 
1. Acad. Sci. USA (1988) 85, 8998-9002 ; Belyavsky, A. et al. 
, Nucleic Acids Res. (1989) 17, 2919-2932 ) ^ftltSii^ 

5„ #<b*tfcPCR S «J t f 5DNA WiFf&ffiMV. 

^ — DNA £5£*£'f-5o 

ErM<0«;#J£?ir«#6 (C igjfc) Ki-SDNA t5**SU, 

, *t#:C ^S^tDDNA & t?38m^ * * — A> "C «fc 

o 
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imeric) ffrflc* k h (Humanized) #L#\ k h (human) trC^^r 
£ *s # 3 o 

A hirC#:C = - K-T5DNA £2ii&§U. ^Jh/fcHm^** 

#fFtt}JH^|i#-i-EP 125023 , iSI^#ff : tmil^^#-^WO 92-19759 

DNA Ktt, #* P PM-k3:i3 J; tfpPM-hl£ift£ r 

(Dzf?*^ K^ftS^Ifli, National Collections of Indust 
rial and Marine Bacteria Limited ( ^ U — h ^ U f y^t>^fc^7 
W /I' 7 ^ Ki^Ii * = $/ h 9 is K T^7*-f — V AB2 1RY 

5/ ^ /n- K 7 -Y <9 23) 1991^2^120^, ^-^NCIMB 

40366 &t>*NCIMB40362£: LT77^^ h #fe^J £ H^^f6 £ *L 

k hMfb&tttt, (reshaped) k h £t #: £ & £ it. k h- 

Sm<Dm%W}%}. m%-l-£-*r V x$Cft<Dmffi&&:&mm (CDR)£k h 

iB&gl;t#$£t>fcl bttTV>5 mWlftft fcB«&W#*EP 125023 , is 
RgflrffffcfcUE&fflS^iO 92-19759 #J&) . 

£ ^ £ft#:tf>CDR irk h^f ©7 l^-Ay-^fi 
(FR; framework region) £ 5gjj£-f 5 J: 5 K W" b DNA gB#J&* 
3fcJS Spin 7 y ■7-rz>H&ft1tm'fZ>& 5 fcf^« LfcifcflKD;*- 
y ?t ? u ^rf- K d> b PCR StK: £ 0 #J5J5f 3 o W btlfcDNA £: k h 
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tfcftC ^#£r=»— K-T5DNA iig^L. Hk^ X-m^i^ ? ? — KUfr 
#fFffi0^lffl#-5§-EP 239400 , III III # ?F ttt® 4> PtB # -5§- WO 92-19759 

#f$) o 

(Sato, K. et al. , Cancer Res. (1993) 53, 851-856) 0 

t hifcfcc m&k vxte, c y &mtft>ti. c y i . c y 

2 , Cy3 Xtt C V 4 £ fc , tfC^Xte^ 

MftPM-lS^^^lf (ISI^#fFI±SS^PI#-^W0 92-19759 

(scFv) Ht^T-^T^/wsia^ 7-^©ss(^ 
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mmmz^- k -t- s dnabb #i & & j£ -r s tiintn. ^jm^Sf^ 

-t-SscFvODNAfa^J^K AM:: ft fc£ , ^ 3£IE?U Sr ft 383^ 

ttUEic^^q-t?* 9 , WO 92/01047, WO 92/20791, WO 93/06213, W0 
93/11236, WO 93/19172, WO 95/01438, WO 95/15388& i~ 5 

, £ -So "fc ?L 31 *ffl itffl ^ftS^fflft:? 0 

*-e-* — % ^ <z> 3 ' ftij T $c # 5 A ^^f-T 

^&mm&jfc%g& Z&tcvm h z> vMS^eft Sr-g-t^^ * — «t x> ft 

human cytomegalovirus immediate early promoter/enhancer ) 

% 77/!)^/^, v' ^ T y "7 ;l^^40 ( SV 40 ) 4£ <D £ w As * ~? 
n ^ — $ — /xy^yf- hxn y^-i/a y7 7^^-l a 
(HEF1 a ) & if <£>Hft?L0;NBJ® &$k<Dzf v ^ — ^-/xy/Nyf- & 

09jttf. SV 40 T-n ^lsssl/y-~-*$im-t- ZWr&. Mu 

lligan£> (Mulligan, R. C. et al. , Nature (1979) 277, 1 

08-114) , HEFla n * — ^ — yt-5rtlt5it 

„ Mizushima ?>(D^rfe (Mizushima, S. and Nagata, S. Nucleic A 
cids Res. (1990) 18, 5322 ) l^itt'tli-ilfS : t 

19 



WO 2005/061000 



PCT/JP2004/019463 



$t5:i#t?t5. ^ilf/P^-^-i UTIt, lacZ^n^r- 
* — % araBT" a ^ — ^ — SrifitfS i t &X* t 5 c lacZ^ n ^ — 
£r i~ 3 # Ward£><Djb"& (Ward, E. S. et al. , Nature (19 
89) 341, 544-546 ; Ward, E. S. et al. FASEB J. (1992) 6, 242 
2-2427 ) , araBT" v ^E- — ^ — Sr^/SI" 5Jf<g^ Bett er <b tf> ^ 8; (B 
etter, M. et al. Science (1988) 240, 1041-1043 ) {d^^te'-fc 

$ * 5 pelBi/^^/V-SB^J (Lei, S. P. et al J. Bact 

eriol. (1987) 169, 4379-4383) ^ ffi "f" J: 0 ^U/7XA 

(refold) tttffltS (fllfctf* W096/30394£r#M) „ 

mmmw, Htit sv4o. # v v ^ t°? s t> * & 

^ % r>$//N°t°p-^!>^7l'^ (BPV)f ©ft^O%OlriV^r 

(aph ) it^^F, (tk) mm*. *mm* 

tvf y^r = y*x*y Jj?^h7y^7x7— s (Ecogpt) 31 

fc-^ S?t KP^ttl7C»3K (dhfr) SUS^^Sr^frr i ^T*t § 

o 

5:H5ft5„ jft#§4ai©fc*©jg£aW4* in vitro*3 J; tfin v 
ivo Omtk^&h % 0 in vitroOl^^iltlt, X ft M Jfe & ^ /B 
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fflVN5l4*^S>5, mVuMMk ITtt, (1) nffL^lH^, 
» CHO , COS . ^ BHK (baby hamster kidney) „ HeLa, 

Veroftif, (2) W£§t&iJ3&, T 7 V 2> V * U^-lVW^UU 

, k5VM2(3) 09*.tf, sf9 , sf21 % Tn5 ftif^fclkfr 

TV^. ffi^lfflSS t LTfi, ^a^T-^ ♦ (Nicotiana ta 

ba cum )&?£<£> $9 0&^£n & *bT*3 9 , - tl £r # )V X "f ft £ 0 
IllllSilttt, B#"», flffctf, -fr y ;& *» 5 if * (Saccharomyce 
s)!!, $J X. i ~£ -f- y # t 3 5; -\z 7. • -fer U tf v' ^ (Saccharomyces cerevi 
siae) , ^^0, mZ-&T *s</Va?/VXm (Aspergillus)^, 
|ITX^¥;^ • (Aspergillus niger ) ft # *H £> ft T 

LTI±, *J3§m (E. co.lih ^^HjJS^i f>ft-C^5o 

tiz>o teftuDjffeizn^n 5 . u-c, dm 

EM, MEM , RPMI1640, IMDM^rf ffitS ^ i iJSt?t , ^fl&i&Jfo.?* (FC 
S ) fOiiil^fflfSrHT'tS. Stttate^Sr* 
A Ufc^BJ!SSrKj^©0Jg^— r £ »c «fc *9 , in vivo fcT^tttS: 

— in vivo ©I41ilt», tfr%£^J3-f 5 jg£3^*t^ 

/B V^ 5 ^ £ #S T? # 3 (Vicki Glaser, SPECTRUM Biotechnology App 
lications, 1993)o iAtttd, a^fflV^r^T? 
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* 5 i£> % JSl: aJww* >- £■ h 7 i^* = s' ^ t^Ktffi UTi 
iV^ (Ebert, K. M. et al. , Bio/Technology (1994) 12, 699-702 

) o 

£r#-5 (Maeda, S. et al. , Nature (1985) 315, 592-594) „ £ h 

, 0IJ ff pMON 530fcffAb, <D^ & $ — Agrobacterium tumefa 
ciens ©i54^^7!)7i:|AtS. r O/^f !) 7^^/^, 
#!Jx.f;£Nicotiana tabacum l£ J« Sfe £ * , * * =» <D M X 9 ffi M <D in. 
#£#•5 (Julian, K. -C. Ma et al. , Eur. J. Immunol. (1994) 2 
4, 131-138) o 

-fcx£ <£> <fc 5 Kl in vitroXfiin vivo (C T^#:lrl4t 5 

(h m) xnmm a «d k-tsdna 

WO 94-11523 #$0 o 
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Tte, Fab . F(ab')2 , FvXttH iH ^^Fv^^lS ft JJ — T? 
aiitir $ ^??\'*f- rc-T VFv (scFv) # # £> *b 5 „ 

^•^r^^b, r tv^r^m^^ *-te#A Lfc^, 3g MS # £ IB Jfe T? 
3§5E£iir5 (#Jx.tt\ Co, M.S. et al. , J. Immunol. (1994) 152, 
2968-2976.. Better, M. & Horwitz, A. H. Methods in Enzymolog 
y (1989) 178, 476-496 , Plueckthun, A. & Skerra, A. Methods 
in Enzymology (1989) 178, 476-496 „ Lamoyi, E. , Methods in E 
nzymology (1989) 121, 652-663 „ Rousseaux, J. et al. , Method 
s in Enzymology (1989) 121, 663-66, Bird, R. E. et al. , TIBT 
ECH (1991) 9, 132-137 #Jffi) 0 

scFvte, ^#©H #V ^^c^L ftV f^?rigt5 £ h K «t V # 

r ©scFv^asv^, h m^th mv mmitv — , 

£?£U<te, KU i^* — «r^U"CJ6*S*tbS (Huston, J. S 

. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883 

) 0 scFvfc^ttSH mm&zxfL my ±mui^t lt 

^^f Kyy*-ilttt, ittt'T^y B612-19 m&fr h ft 5 fi£ 
scFv£ = - K i~ <5 DNA , tff 15 #i # <D H iXfi, H «tV $fii££^ 

A *©Mffl&£j£*t-5 :^7>r ^-*t3rJt?V^TPCR fete <fc 19 

HiL, ftV>t\ $ h K^^f- K y — £B#2r a — Kt 5 DNA *3 
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n: » r ft h <D¥L$f <d m Jt £ ft 3 o 

fcjar. ft k©^#^ilii% 1 b&^£ft5o :oi5 ft&famMm&m 
5 tett. # e>ftfcffi#te:'ffc3*«jft#flli&Jfe , t- - tiaot#5:t 
^ft^^i^fete^c^R^c&v^l-Tfctfi^^ft-cv^ 

o 

— fc*-e»«"t-« a^t't^o #389§-cte;n $ fiz>fcVf<Dft 

# 5 „ T V J - J- J — Z n^r ^^77^-tiV^5*7Ai Itft 

o 7°pt-^ yA * 7Afc/B^5fe#:fc Lt> fclfctf. Hyper D „ PO 
ROS , Sepharose F.F. h ft5 . * <£> flfe , Ig©^^/^! 
T?«/H £ftTV^#BfL »®!2r8:SrteJB?-fttf J; < , faibWtmZti 
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rtb^^^^^h^^^-f — &HPLC (High performance liquid ch 
romatography) tejgJBL^So * > igfBHPLC (reverse phase HP 
LC) SrJl V^T t <fc 

S(-)T*3ta fc#IR 280 nm©K3fcS£2!S 1 mg/ml >Srl. 

35 OD i:LtIttlt5o *fc, ELISA \C £ 3 T © «t 5 tcjffl 

St5ri^-?t5. 0.1MS^m^«^ (pH9.6 ) T? 1 

ju g/ml^#^U/d^r¥^Lb MgG. (TAGS) 100 1 ^96^^ 1/ - . 

h (Nunc®) fclflOx.. 4°CT-m' y^r^^-^a yL, ^c#:^r@ 

W^^^W-^^t^^ fe5V^liI n n ^Utt MgG (CAPPEL 

) ioo m i ^tti, ^ '?a cti^ra^ ^ ^ * — a vi-5 0 

8fci*&s 5000ffiF*JR UfcT^# !)7t^7; ? -HMWilfcK h Ig 
G (BIO SOURCE®) 100m 1 £*Px.> iSfct 1 y^fa^- 

hts. m&&* mnmwi&tox.'f i/**.^—^ a v©^, microp 

LATE READER Model 3550 (Bio-Rad JR) &/flV^T405nm T? 

#3§PJ!-C?^/B $ tt5 IL-6Qfc^#:«, IL-6^S# £ <£> 14 & ^ 

t, jaoIL-6©£4&^f$S«i£^&LfcV^frT?S>5o EPt>, IL-6 
9SC^#:«IL-6^^#^*J- LIL-6£: j»#«llc||^t« ri s , IL-6<Z>£% 
^ift^tt£:>f£3* Uftv^c lL-6{n J; 5 1/ f'T/i'tem % Mmir 5 0 

IL-63fc3E#tt. IL-6^T ^ / miB^JOT 5 7 iil^fltS r 
t(U ^I^lALt#I^5„ IL-6#c^#:©& £ t * 5 IL-6 

IL-6-e S> S o 
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^A, fct&tf, WHATIF (Vriend et al. , J. Mol. Graphics (199 
0) 8,52-56 ) &m^XZ<D — Sr^jW £ G> K « & £ ft 5 

T 5 y ^^SO^ftl-l^tf f ^WIEtS £ £ m J; 9 ?T :b ft § 0 

S^SSfi^JSr^t?^^ *-£#llJ£ Lt, il Sfffrft 3 PCR J: 
!)T; / m&Wi&& ft 3 «t 5 tfl^iAtS r t J: 19 , IL-6WC 

IL-e^^^O^^^ll £ Lt J*. Brakenhoff et al. , J. Biol. Ch 
em. (1994) 269, 86-93 , ^.t^Savino et al. , EMB0 J. (1994) 13 
, 1357-1367 , W0 96-18648 , W096-17869{d IB ^ £ ft T -5 „ 

Ktt. IL-6g:&#fc5 VM*IL-6£ (D^^m^^t^ Is J.oIL-6 

XtiHL-6&!&ft&ft'<-7<?- KW:IL-6S^#XriIL-6fcJg# U> - ft 
& Sr^iS-f^ iiiaO IL-6<£>IL-6g##:^ <0 fcr # «r # A ttfc |fi # 

IL-6§P^-<^^ KX«IL-6^^#:§P^^r^- Ktt, IL-6X&IL-6 
%:mi$<DT ^ S B&BB#lte*5V^ IL-6t IL-6^^# £ O ^ ;b £ 

iH^^f Ktt, ii^l0~80, £ b < &20~50, X V 0 £ U < 
te20~40flI£>T s y iis^ £> * 3 o 

IL-e^P^-^T 9 ^ KX«IL-6^^#^^^7 P ^ KWt, IL-6X&IL-6 
^ T 5; J ^SB^Jfc&VM:, IL-6£ IL-6^^#: t (Dffi&fcmt> 
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ifefc «fc 9 tzitt, BfM©^^^ K*a- K-T5DNA @B^J£3£ 

#Ir1 175/ |*1"oj|e^£i£ fcWflgJbte:*^ UfcT 

5 / MXte^y?- K© a- 75/l©i§lI5:|il^5K^^ 

m t FmocgfefJl^SU $ o 

Rjfcizn^ Boc vfc7kmxte h V -7 jv* * * ? z/*;v* > 

XFmoc&cT'fctTFA *I#fflVN5 r i^T?#5 0 Boc 8cT?fi, 
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¥2-188600. # US ¥7-324097. # M ¥8-311098^. Xf* H#fF^$&US 
5210075f£ PB^^tfCV^-So 
*?&WX*1&m IL-6T V* =f = * h ©IL-6^^^-/^^^H.« 

ilS'ffiV^fbftS^SH^J: !9 f¥ # 5 ~ <h # s ^ <5 <, Jr^^J 
Kte, IL-6fe#ttt h#flffi« (S6B45, KPMM2) . t h l^^/W h 
T y ^^ffi^0Jfe^KT3 . 5 VMSIL-6^#'f4&H^MH60.BSF2 

r H(21IL-6^^JD IU^f^IL-6T >- * rf = * h £r##£-ti:5 

o 

£fc s IL-6£&#3&m*WI&-T?&SU266«ri#* 125 I «3«IL-6 

^#:^^lfflJ3Sfc^^ U/c 125 I ^miL-6^S"J^-r 5 0 JhlBTyfe^r 
^(Jl*3VNT, IL-6T h 5 SMC iP £IL-6r 

m^ifc^i-tw^ il-6t =f ~* h ©iL-6isw?£t£& SPAS'?" s - £ 
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o 

Mf*)a*K mmft&M, mmft&M, &r&tt, i&m. mm. m 

mi kgfcfc 9 0.01 mg J^blOO mg©*5ffl*t»38titi/So B 
mgfr ^20 mg, 0 £ U < fi2 mg/&> £>8 mg£> & £r 51 

r i: ^ x t 5 o 

m&fcte^ sk^>i<iy y -<Dffii$tff£fe~rz>mmo*&m$}i&i-$--aLX 

$> V) „ J^ftft^l £ Ittt, #11 kgfcfc 9 1 ( 4 jlM) fcl 

mg#> b20 mg, U < fi2 mgJ&» 5>8 mg% 1 0 $C 0 # ttt , 

0j*Lf;£2 0/31, 10/51. 10/251, HH/4I^ifOS4^ 

tk&m<OW}fa LftrfS ib20/51&5VM2 1 0/31^ £> 1 0/ 

251, 10/3 31, 1 0/ 4 31© ± M£iB^I«lll&3Etf L"C^ < ft 
5 r 4: t> i5TfBT*fc3 0 

^$tt$ia#^^*q%^*fe:^-tf t <DXhoX b & © J: 5 ft 
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— , % a, ^ *s * ± u — x h V £ A , 

, ^Dif i/y^D 3- /i^ y -fc y y , a°7 7^ y, ^fTD^T 
/t,=t— ^tT!) yf, t T^^5 y (HSA) , ^r>-=h 

;fc^K&^tt£{£RIIS:£tt<5 & <£> *T? & „ 

*IbJBIRIfc^£i£) JSt#Sr»*^t Mfc£iIL-61/i? ~f ? 

# (MRA) ^r^^LfCo ^vK^-T^M^ «85&#*®4fe (MR I) , 
Rtfra ft?*. — HrJi*f£ife (CT) ^1 v Pi & 

mm^<D^cm. cKfc&m& ccrp) * a?&^-;&-©gfc#, qol 

(*3f, Hflfft. ^^j&l^, 

JhifiLmfg. IL-6, RT»teIL-6g0#, jfiL * t h IL-6 1/ -fe 
7°^-*t#^^s J&mWkftm^- a (TNFa) , -f J" * - n * ^ - 1 
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b (iL-ib) , RxfskmftBzmmm^- (vegf) <Dwm&ft^fr 0 
mm i . 

0k(D&ffih 9 0 zfVY—^vls (PSL) 60mg/H v/^^^!J 
y%fffit5 t>PSL2Omg/0 ^Tfcitttf o ¥^cl0¥> if Jgte*f 
L ^^7" 1/ K~ y n ^ (mPSL) *A**&&K M 7L 9 S t * 7 * * 7 
r 5 K15Omg/0 3r#JB-T3 &PSL 30mg£* © II, ^ ^ 

5^4ag(, o 5p^i2#.^|^ % mPSL^7V^^?5feSrl^^6<jfJ:^^f 5 £ £ 
7??-* "7 V ^lOOmg/H % > 37x/-;ui^7xf-^2g/ 
0, ^bhU^t- hl7.5mg/m<Dffimi>M$]X-ho fe 0 

ll~6icitJ:9l^ CTteT-fcfr TcWjM^ *t»^3#ii!£, T 
fT7C«)M(-^BJ^JfiLWM©IEJp:^^ btbfc 0 j£&#T»fllR (lt.SCA 

) Km^&m#> htitco crpi2.6 ng/dit m\^9km.&m#>, %z^w 
mvkmm, u m -vsksv* mmn^m^^^^tctc^^ mr 

fcftMffi oWtWteMz-, m l ~ 6 fc^-TJ: 5 ic, CT_h T- _h fr ;*: S& 1! 

MRAi£$? «f» MjfiLtpTNFa © if *n §r 5S & # , ^ # © Jg to f* 88 * £>;ftft 
^ofc, ;*:SjMli©Jiei?©$:#*5 J; iFidf rtB ©i£;*;te, MRA?&^ 

*USi r. ©S#T*fc mVJftmit • >R#»M He *s tl 

^^rH^t'^i^ofc^, ft<mfc & v mar - R-wmmottiWitf 

¥ft«tiSJ:5t*ofc. £ fc, MR A ©« JIM J; 9 , jfiL^IL- 
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6f*1720pg/ml^ klOOpg/mll^TMST U tz. „ 

p 7t^77 ^ K % v * ^ y ¥/$l2^ i 9 > 

* 7 * * 7 r 5; K^/i^fKS:, 6 jfiL^^^^^^^f 5 t>M^o Jfo-W 
^£<5<&*»l*te;tf L«l&*:?t5 tM4< > Stem J; 5 

TJK^»0^fe^:«lR](-feofc o fc h te^IL-Glz-feT 0 ^ -^L#:200in 

*iL-6tf>®Tfc:#^ e jfiL^m^iE^te z<D%ktegimmm<Dmfc 

fi£3£c7>?&^T*te ^ ^ h n — pTIgT^fe o fc It 14 ifiL W B # 
^?&m& h ft955wi!}s*Jiifc. r tf> r £ iiIL-6;d5 jfii f ffc o #1 

W £ fc o . 

1 . b h pTjgteIL-6g&ft:<PB«g 
Yamasaki (Dfrfe (Yamasaki, K. et al. , Science (1988) 241, 
825-828) fc££V^# b titcIL-6%:mfc % =* - Kt" 5 cDNASr ^ t? 7" 7 

* KpBSF2R. 236 £: ^3 T\ PCR fefc «]: 0 ^JSt£lL-6gW# £f£/& 
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Vtc 0 7° 7*5 KpBSF2R.236£ffclRBi**Sph I T'iftLT, 
W#cDNA£#, ^;ft£mpl8 ( Amer shamM ) t£#Abfc 0 IL-6g;^#: 
cDNAfc* h y 7*=* Kv%«At5 J: 5 fcxif-f ^ b y =f 7" 

=7 A-? — IrlV^t, >f yif }> b $a ta -^S?s^'>^i'^^A (Amer 
Shamir KlJltK PCR Sfe T* IL-6g:^#:cDNA{3: Sr ^ A b fc , r © 

Ky^r^/ ^345 ©^Bt-^A $ fl. *T2# 
ttIL-6g:^#£ =* — Ki~5 cDNA## btltCo 

T5J^'l4lL-6^^#cDNA£CH0 ftl J1S ■VZ&^-t 5 «> fc , 7 s 7 * 5: K 
pSV (Pharmacia^) £jgiNf£*> 7°^*^ KpSVL344 Sr#fc 0 dhfr 
©cDNASr^tpT"^ ^ 5: KpECEdhfr^Hind Ill-Sal I T? $r b fcpj 
i£lL-6S^#:cDNA£r3f A b, CHO *fflJ3&3§m7°7*5; KpECEdhfr344 

10 H g<D7>7X* KpECEdhfr344 & dhf r-CH0|ffl jfe ^DXB-11 (Urla 
ub, G. et al. , Proc. Natl. Acad. Sci. USA (1980) 77, 4216-42 
20) /V ^ # A 7 * X 7 4 h£fcp£?£ (Chen, C. et al. , Mol. 

Cell. Biol. (1987) 7, 2745-2751 ) fc: <fc 9 , Fyy^^x^t 
fc 0 h 7 7 * * h bfcCHO £fflfl£ £rlmM ^/U* 5 10% StflfFC 
S % lOOU/ml © ^ ~ V y V *5 «t tJ? 100 n g /ml © 7. h W 7° h *r 4 > 
VSr^tf 5? 7 K^"^ a MEM 51iRi#*^T?3 31fWi## bfc„ 

iliR $ tbfcCHO #BJ&£RB##^?£T*;* * y-=^^b, ^ — ©CH 
0 HiS^ n-y^r#fCo ^©CHO MM? * — 20nM~ 200nM © & 
h h U-^ir— hT'ifipgb, t h ^^t£lL-6^0#:m£CHO #B 
J3S^5E27^r#fc 0 CHO #fflJJ&$c5E27£r5%FBS & ^ tr-f ;* = - 7*&l£ ? 
/^<=ijgmm (IMDM, Gibco ]R) T'^#Ufc 0 «P^±» S: HI JR b , 
if^^f© pJ^ttIL-6^:^#:(D^^^ELISA }C T SO 5£ b ft: „ ^ © 
jjgm, *&3IJL?i* * fcl « pT^teIL-6S^^^#^-r 5 - £ #«*»&*L 
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10 n g ©jjajfellIL-6 (Hirano, T. et al. , Immunol. Lett. (198 
8) 17, 41 ) £r ~7 xi >f >- F^T^a/^ hii fdBALB/c^ r> ^ 
Jfo-ffc* (-*LlL-6$n:#:^^ttiT^ 5 * T? — a! IHJ # K: £ ft £r ' 

3 -/H500&JB V>T at p — -^|ffl^^P3Ult Sll-a-^^fCo ^4 7 V 
K — HAT SrJB V^ § Oi b <Djjfe (Selective Methods in C 

ellular Immunology, W. H. Freeman and Co., San Francisco, 351, 
1980 ) l^otlJJl, ^fefc ML-6^ft?rl4t5^^^!) K — 

gti> iL-6^:#:^^^-r 5 ^-r :/ y K-^ttTia© £ 

6^v/f ^ a 7° 1/- h (Dynatech Laboratories, Inc. M, Alexand 
ria, VA) £ 0. 1M<D carbonate-hydrogen carbonate^^^ (pH 9.6 
) T? 100 m 1 (Dir^r ^t-^^^Ig (10/i 1/ml, Cooper Biomedical 
, Incig Malvern, PA) f Z X 9 4 t^-^^ - h Lfc 0 &V^ % 7" 
V — h «T 100 jx I <D 1 ^Skmr/^^ 5 V (BSA ) £^tfPBS IZ. 

^ft^rPBS -e^^ufcm, loo/z lo^^ryy f — -*r&m±?%& 

T, 2000cpm/0.5ng/well£ ft 3 J: 5 K 125 I fl( SfcfliifeS! IL-6 * # 7^ 
^MnL, 2!fc^Ufc«#^Oifc|*fiH4Sr^f * i/^- (Beckma 

n Gamma 9000, Beckman Instruments, Fullerton, CA) 

o 216 /n ^ y k — ^ » — ^ © 5 32© ^ ^ zf y k — 9 * — ^ 

# IL-6^^ T v ± 4 <£ 9 T* & o fc „ rftb©^^ — ^<Df£*)> 
*t**j&ttte££fcMH166.BSF2tfS^kftfc 0 ^'W^y F w ^^14 
T-5^IL-6^l#:MH166 ttlgGl K <£> if :/ * ^ y&^-tZo 
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ov^T? s IL-6#c#tt-v y V K — ? # 13 "~ VMH60. BSF2 £r 

ffiVNTMH166 J: 5 /n-T ^ y K - ^ *f5S M "T § * fa *£t£ £r 

fl^fc, MH60.BSF2 X10 4 /200 ^ lMiftSi5fc^tt 

m}dMH166 ^#£^tf 1r ^^A^^O*:. 48B#r H H##L, 0.5 
M Ci/ ^CD 3 H (New England Nuclear, Boston, MA ) £r 

_h{Jl3o% % iKj^ — (Labo Mash Science Co., Tokyo 
, Japan ) T**0;SLfc o n y b p-^ t LT!)t¥^IL-6$i:#:^B 
V^c 0 

^©M, MH166 tn:#:fiIL-6fc J; X) it # £ *L 3 MH60. BSF2 #fflj&0 

3 H =• ^ >-<^^^^^^*^#^^P-l# ufc 0 r©:ii9, MH 
166 ^#:&IL-6©^'I4£ ^fn-T § ri#W6^i4cfc. 
#^^•■1 3 . ffib ML-6^^#rjTL^(^M^ 

Hiratak <7)^"?£ (Hirata, Y. et al. J. Immunol. (1989) 143, 
2900-2906 ) K £ V f£/& L fc^ IL-6^#:#L#:MT18£CNBr};i £ V IB 
$E fa cS fc -fc y T 13 — 4B (Pharmacia Fine Chemicals^, Piscat. 
away, NJ) t Wktt^tik^K V fc & o £ IL-6S^# (Yama 

saki, K. et al. , Science (1988) 241, 825-828) Sr#tML^ 0 t 
Js 5; ^ n — •^#BJ3&$;U266£rl%£ ? 3r h ~ ^ (Wako ChemicalsM) , 10 
mM N Jl 31 * / —JVT 5 y (pH 7. 8) *3i 1*0. 15M NaCl£-a tflmM p- 
^yT^jy^=-^^^^y^;vyir=-^y}^^ry^ \? v ? x=t 

y K (Wako Chemicals^) (i?*? h ~>Mffim) T'pI^^U, -fe ^ 
r * ~*4Blf-Xi^£^feMT18^#:£M-a-bfc 0 ^©^K tf — 

BALB/c^ ;* &3 XlO 9 ^ <D U266|ffl J5S ^ £> # _h 13 g|3 ^tl IL-6 

g^#T*iog *3 1 \z.a m^^u, ^^it&f- £ 9 ^4 y y k — 
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35 S -**f-i!r=-l/ (2.5mCi) T'KiU> ±|B^=¥ h = Vj»«ffltt?Pl 

X t $ ^fcMT18^#: £ ^-a- ^tf>^ % v>^r b - >^«?£T?6 
Ultffc^ 0.25mltf> v?^ h - (pH3. 4) ^ ^ D 3 5 S - * *f~ 

*^-ymmih-6g:mft : £mm£lt. 0.025ml tfUM Tris (pH 7.4) 

-e * Id b „ 

0. 05mltf>'W ^ y K — -^i§#±?f &0. 01ml (7) Protein G -fe 7 r 0 
- X (Phramacia 1) t Ufc 0 85$£Ufc&, ^77^-^*1 

fBTfW» U/tO. 005ml <£> 35 S ^1$ IL-6g^#^?& ^it^-T^^r^ 
-<-hbfc 0 &&ifcl$^S«:SDS-PAGE'T*##f IL-6^^#:^H^ 

V F — ^ p — ^PM-1 (FERM BP-2998)£r#3£ b fc 0 ^ V K — 

e>M^*tt5«L#tt. IgGl k ©t^^^fy?rft5 0 

^-T^y K — -^PM-iasg^ k ML-6§^ftt^t3 I 
L-6©3jg^ia$flH4Sr k b 5 ^ n --^lfflJI&$;U266£r JS V> TH^fCo 
k MlIIIL-6Sr^JiIJ; !)1SSU (Hirano, T. et al. , Immunol 
. Lett. (1988) 17, 41-45) , ^/^y-^y^-f^I (New Engl 
and Nuclear, Boston, MA ) id J; 19 125 I^f$b;fc (Taga, T. et 
al. , J. Exp. Med. (1987) 166, 967-981 ) . 

4 X10 5 {@<£>U266$BJ& Sri B# HO „ 70% (v/v ) co^W^y K — 
PM-10^*_h»*5 J: t>*14000cpm£> 125 I ^fgg3lL-6£ £ <b i£i## b fc 
o 70 m 1 ©f - ls?)V%: 400^ l.©-7^f^B7a - S?#!lxfl/yf 
a — 300 m 1 OFCS JilCiJib, 3tto©&. #BJ©_L<£>2&#J?£'f£ 

/N^f^y K — ^PM-ltfSg£-f 5 ffifcte. IL-6OIL-6S 
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Saito, T. et al. , J. Immunol. (1991) 147, 168-173 fcfBSSO 

!7 ^"sj^ttlL-eg^^^^^-t-SCHO £10%FCS£r^£?IMDM 
_h|BSaito, T. et al #J&) SrAffigel lO^/P (Biorad®*) KMM 

# fe tbfc^r ? ^ pJ^'I4IL-6S^#:50/z g £ 7 * V h^E^T v^^- 
^s ^ K £ ^1^ U , * 4 X * - 7 v V <D AKflS ait b fc 0 2 IKIt^ 
fete 7 n>f >- ^^^7v? a ^V KTfitfln&aS Lfc o 45 P S y 
h J#flMJ§&££« b, 2 xio 8 X10 7 *7 ^ =: pi — 

IHJ5SP3U1 i: 50% (DPEG1500 (Boehringer Mannheim M) Srfct^T 
if SHe: <t D III J& fife £ &1t&. HAT igifi^T^ ^ V Y — 
\) - = v ^ b fc o 

!)f ^^L7 y MgG (CappeltO ^n-Mfc/l'-h 

r t ^ ^#C? f-^IgG Kl <£ 5ELISA *fe i $> ^ # 

^£r#fc 0 r p — ^SrMR16-li £tttffc„ 

:©A/f/]J K — ^i&Sjg^i-S^:^©^^^ IL-6© 4**45 
it ^ ?n?£t£ &MH60. BSF2 (Matsuda, T. et al. , J. Immunol 
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. (1988) 18, 951-956) &/BV>fc 3 H ^5: i? ><D m 5i &> T* f| ^ . 
96 «> h {CMH60.BSF2 jRMI&Srl X 10 4 m /200 v 1 / $ =. /l> 

t ft 5 X 5 frmM Ufc„ ^ © 7° 1/' — h (illOpg/ml <D X IL-6 <£: MR 
16-l^i#:X«RS12^i:#^12.3~1000ng/ml ^P^T37°C, 5%C0 2 T*44 
Hf fHliga L7c#, 1/xCi/ ^x;KO 3 H *f- $ VSrfln ?Lfc 0 4 BtPal 
^{C 3 H ^ 3: 5? ls<n>^LTh3+*m% UfCo -t <O*t*MR16-l*i#:«[MH60 
. BSF2 £HJ&<£ 3 H ^ 5 v 5 ^Ifc&^Srttfi U fc„ 

tfc^ot, '^sfZfV K-^MR16-1 (FERM BP-5875) # *f 5 
#L#tt, IL-6©IL-6^^#:^^i-S5g#^ ii^ib^i 
ft o „ 
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m * <o m, m 

1. (IL-6) Tis* =t~X h b V 

2. ^fV* — (IL-6) ry^^^^ h^tM^i t 

3. IWiajliL**^»«tt*«tt»IIR^"ea)«, »**ixtt2l!: 

4. MlBJiLtf|fc#*:l&IRIfc£#l#'T?fc5, It jfc 31 1 X tt 2 fc: IB 
O^Bfr&tf/XteT&^S'Jo 

5. |(riEjfiL«*^*«»*fc#5iliL*lfe^a>5. Htjfc:® 1 Xtt 2 
fclBttO^BfrRtf /Xtttelfcai. 

6. tff|BIL-6T =f b asiL-6^^#fcMi-5£L#T?& 5 . 

it$:g i ~ 5 ©v^-f tt*> i mfcmm.<v^ffiRx$/xnmmMo 

8. MI5IL-6g^#:^M-r t ML-6^^l^t§^ / 

* n-^^£t#T*&5. SI 3ft :S 6 KIBlfeO^B&Xtf/X 

9 . WIBIL-6S*#Ji:*f-r«tft:#*W5r^IL-6S*#te» , t'5 J E' 

o 

10. !WIBIL-6S*#»C»^«ft#^|ftifeiLajrL# , T?«>5, It* 51 
6-9 OV^•f ti*> 1 «telBifetf>^Bfr < RU ? /X 

11. f&IBfc ML-6g^#:(c:M-r 5 ^ 7 * t» -•^^ftrrfsPM-l^ifl: 

12. WIB^ * * IL-6S&f£fc2*"?- S * y * n MR1 6-1 
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If ^^13fc|B^^)^^^.t>'/X«^^^io 

^^-6 (IL-6) Tl/?d[=-^ h<Dmm 0 

16. K^iJBLO'/X^^^W^J^Jf-S^tt^W-rs iif ^ 
©^B5^.^/X«^^^JOj^^<Df£:J6©^ — ^ i/-6 (IL-6 

17. MfBik^^tm^BteiM^T-feS. fS^3gl5Xfi:16^ 

is. mmsk^jk^±mm^mmm^h^ , m^mis^^ieKmm. 

19. HulEifiLW^^^^^S'^^ 5 ifcWifc-Cfc § , ff^:^15X«16 

20. itfflEIL-6T ^ h IL-6g^#: tc^'f 5 ftW T* fe 5 „ 
ff:£:«15~19©V^ tbJ&* 1 « IE ft © £1 ffi o 

21. MfBIL-6^^#:fc#i-5^#^IL-6^^#&e:*f-r 5 * / * * 
-■rvUftftr-efcS, ft ^^20^IEm^>^fflo 

22. fif|BIL-6S^#^^-t-S^L#:^ t ML-6^§#: {C^ti" 5 ^Er / 

? v-1r;V%iWT*-&Z> , If ^ ^20 IB *fc © o 

23. tfriEIL-6g^#^#-r 3^£MW ^ ^ IL-6^W^^^-T 5 * 
;^p-t;v^tfc5, SI:fc3g20fcfB*&©te/B. 

20~23© v^*t^ l ^{cEtfeo^fflo 
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25. fulBt: ML-6g*#U:tt5 * J 9 * - frftfatfTH-ltfCft 

26. SfrlB"^ & * IL-6g^#:{C>^t-5 ^ / ? p — tfSMR16-l 
£i#:t?&3, ft^«23{e:|B^©^^ 0 

27. ffrlBIL-6^^#:ic^-r 5tn:#:^iL-6^^#:{c:^fi-5 ^ 7 £l 

28. ttlBIL-6g^^^^t-S k bm{k$lft#K MftPM-l^^T* 

29. <4 — p^T ^f- V-6 (IL-6) T^^=f^^hSr. 
irtS^tfcfi-^tS r.££-^A,-e/&5. jfiLf^Wtl^S^/Xtt 

30. (IL-6) TV^rf-^bSr, «#3ri&IS 

31. ffi»Jfetfi*as#ttte^#te»JKffct?*>*, f*^^29Xf*30{c 

32. #nBJfiL*lfe«s^:»IIR^jeft#*T?a>5, St:£«29Xfci30fc:fB^ 

33. litflEjkf^^&^Jlit 5 Af ^T'fc5, ff^:^29X«30 

34. ttflBIL-6r zd'-^h tflL-6g:mi£fo%i't5%ifcX'h 5 , 
If ^:^29~33(^V>-f 1 :5Hz: IB 

35. tif|BIL-6S^#:^^fi-5^;#:^IL-6^^#:^*j--r^^y * p 

36. tuiBIL-6S^#:fc*f-t-5^L#:^ t h IL-6Sf* *f "T 5 * / 
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37. mftlL-G&®ftfottT5&ft&-*rVxlL-6&mfttett-rZ>*r 

39. fiflBt: h IL-G&mfctett-t 5 * 7 ^ n — j&5PM-1#l#: 

40. MlB-v * IL-6g^#:^^i- 6 * y ^ p — *^^^t#^SMR16-l 

ft ^^37(-f3«cD^^ 0 

1 5Cfc|B«0^jSfe 0 

42. StfBIL-6^^#:^^i-5 t Mftttft^t h 3HbPM-l£i#T? 
*>6, ft 3ftJ®41fc:fB*S 
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